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Research focused on the prodromal period prior to the onset of psychosis is essential for the further development
of strategies for early detection, early intervention, and disease pre-emption. Such efforts necessarily require the
enrollment of individuals who are at risk of psychosis but have not yet developed a psychotic illness into research
and treatment protocols. This work is becoming increasingly internationalized, which warrants special consideration
of cultural differences in conceptualization of mental illness and international differences in health care practices
and rights regarding research participation. The process of identifying and requesting informed consent from
individuals at elevated risk for psychosis requires thoughtful communication about illness risk and often involves
the participation of family members. Empirical studies of risk reasoning and decisional capacity in young people
and individuals with psychosis suggest that most individuals who are at-risk for psychosis can adequately provide
informed consent; however ongoing improvements to tools and procedures are important to ensure that this work
proceeds with maximal consideration of relevant ethical issues. This review provides a discussion of these issues in
the context of international research efforts.
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Evidence that increased duration of untreated psychosis
is related to worse outcomes, including delay in medica-
tion response [1], more severe symptoms [2], and earlier
relapse [3], has invigorated clinical research efforts to
identify individuals who are likely to develop psychosis
prior to the onset of full-blown illness. Accumulated
data now clearly indicates that psychosis onset is typic-
ally predated by a prodromal phase which is of variable
length and starts in early adolescence or late childhood.
Research approaches focused on individuals who are
variously described as ultra-high risk (UHR), clinical
high risk (CHR), or having at-risk mental state (ARMS)
have allowed researchers to address the psychopatho-
logical and neurobiological underpinnings of the puta-
tive prodromal state for psychosis and to test new
interventions aimed at preventing or delaying the devel-
opment of psychosis.* Correspondence: sarah.morris@nih.gov
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article, unless otherwise stated.Further work is needed to improve predictive accur-
acy, understand underlying neurobiological mechanisms,
and develop rational strategies for interventions aimed
at pre-empting illness. This ambitious research agenda
will entail enrolling large numbers of individuals who
are at risk of psychosis into research protocols. Much of
the prior work on psychosis risk has been conducted in
Western countries but a crucial aspect of future work
will be to examine similarities and differences in the
psychosis trajectory among different countries and cul-
tures. Expanding this research agenda in non-Western
countries confers at least two scientific advances: it al-
lows the scientific community to examine the ways in
which the patterns of risk and outcomes vary among
countries and allows larger, more definitive and repre-
sentative studies. International expansion of psychosis
risk research requires careful consideration of the ethical
and cultural issues involved in obtaining informed con-
sent from young adults judged to be at heightened risk
for psychotic illness. Differences in economic and
healthcare opportunities, scientific worldview, and insti-
tutional practices among countries and cultures require
careful consideration of ethical research practices andCentral Ltd. This is an Open Access article distributed under the terms of the
/creativecommons.org/licenses/by/4.0), which permits unrestricted use,
, provided the original work is properly credited. The Creative Commons Public
mons.org/publicdomain/zero/1.0/) applies to the data made available in this
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the consideration the economic, linguistic and social char-
acteristics of the individual and the local environment [4].
In this article, we review research relevant to these issues




A number of clinical criteria have been suggested and
tested to identify subjects with an increased risk of de-
veloping psychosis within a relatively short period of
time [5,6]. Converging evidence shows that individuals
at high clinical risk for psychosis who present with sub-
threshold and attenuated psychotic symptoms and signs
have an enhanced liability for developing a psychotic dis-
order over time. For some of these individuals, these
sub-syndromal symptoms will prove to be early manifes-
tations of psychotic illness. For others, the symptoms
will persist without exacerbation and may not become
the focus of clinical attention or may resolve entirely
over time. A recent meta-analysis of more than 2500
high risk subjects quantified such vulnerability, showing
a transition risk that increased from 18% after six
months to 36% after three years following first presenta-
tion [7]. Notably, most of the subjects who later develop
a psychotic illness will transition to an ICD/DSM schizo-
phrenia spectrum psychosis (73%) rather than to an
affective psychotic illness (11%, Risk Ratio = 5.4) [8].
The high risk state is usually associated with distressing
symptoms, impaired quality of life and subtle, albeit sig-
nificant, deficits in cognitive functioning [9]. At a neuro-
biological level, there are alterations in brain structure
[10,11], function [12], connectivity [13] and neurochem-
istry [14-17]. Some of these brain abnormalities are asso-
ciated with the high risk state, while others are dynamic
predictors of the longitudinal development of psychosis
[18]. New treatments to reduce the disability associated
with sub-threshold symptoms or to prevent the frank
onset of illness are being investigated [19,20].
Differences in health care systems and patterns of re-
ferral for specialized care affect the ways in which high
risk individuals can be identified for research purposes
and the implementation of intervention research. Base
rates of self-reported psychosis prodrome symptoms ap-
pear to differ among countries [21,22], thus impacting
estimates of prevalence and conversion rates. Transla-
tion and validation of the measures used to detect the
psychosis risk state facilitates data sharing and integra-
tion across countries and cultures. For example, the
Structured Interview for Prodromal Syndromes (SIPS)
has been translated into Korean and validated with a
sample of 40 subjects, 12.5% of whom developed psych-
osis during a one-year follow-up period [23]. Reliabilityof the SIPS has also been tested in Japan [24]. Another
measure, the PRIME screening tool, has been studied in a
variety of countries and languages, including Kenya [25],
Mexico [22], and Japan [26]. Further work is needed to de-
termine the extent to which differences in rates of psychosis
risk symptoms among countries reflect actual variation in
prevalence or are due to differences in screening proce-
dures, willingness to report symptoms, or other factors.
Communicating the nature of the prodrome
At the time of recruitment into a prodromal psychosis
study, many high risk patients are already experiencing de-
pression, anxiety, changes in thinking, problems in basic
cognition, and social impairment [27-31]; some may already
be receiving psychosocial or pharmacological [32] treat-
ment. For these individuals, questions about diagnosis,
likely outcomes, and treatment options are common. For
others who may not previously have thought of themselves
as being at risk of mental illness, the invitation to partici-
pate in a psychosis risk study is likely to stimulate similar
questions. Heinssen and colleagues [32], summarizing the
results of an NIMH-sponsored workshop on informed
consent in early psychosis research, recommended three
specific “informed consent bullets” that should be commu-
nicated to potential participants regarding the nature of
psychosis risk:
1. Individuals who are at increased risk of psychosis
compared to the general population can be
identified with acceptable reliability by using
structured instruments administered by trained
personnel. Among people who meet at-risk criteria,
however, we are currently unable to predict precisely
who will go on to develop a psychotic disorder and
who will not.
2. Transition to psychosis is not inevitable or
predetermined for individuals who are identified as
being as risk. Research suggests that about 36% of
individuals who meet clinical risk criteria will
develop psychosis within three years [33]. Psychosis
risk for any individual will vary depending on factors
such as family history, symptom severity, and
change in functioning but it is important to
communicate that serious mental illness is not
foreordained. However, independent from the risk of
developing a psychotic disorder, vulnerable subjects
often experience co-occurring problems and
disability which can be more distressing than
prodromal symptoms themselves. Thus, it is
important to inform prospective research
participants about outcomes other than psychosis in
the process of requesting informed consent.
3. At present, we do not have enough research to
definitively recommend specific treatments for
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pharmacotherapy studies do not support broad use
of antipsychotic medications as a first-line treatment
approach with at-risk individuals [20]. However,
cognitive behavioral therapy, family work, substance
abuse prevention, and cognitive remediation are
among promising psychological treatment
approaches that appear effective during the earliest
stages of the prodrome [34]. All of these options, as
well as other reasonable medication and
psychosocial interventions for treating subjects’
presenting problems, should be disclosed to
potential subjects as potential alternative treatment
options [35].
In summary, the decision to provide consent should be
informed by a full explanation of what is currently known
about the psychosis prodrome, specifically, that many indi-
viduals who are at clinical risk do not develop psychosis,
and that among those who don’t, some have complete
resolution of symptoms while others may develop disor-
ders other than psychosis [36-38]. It is equally important
to convey what is not known, most importantly that it is
not possible to predict whether any given individual will
eventually develop psychosis. Given the range of difficul-
ties observed among at-risk individuals, however, potential
research participants should also understand that a poten-
tial benefit of research participation includes the possibil-
ity of receiving early and effective intervention should a
disorder develop, and the possibility of reduced distress
from the prodromal or at-risk symptoms per se [39].
Competence, capacity and coercion
Studies of the psychosis prodrome require large samples
of high risk individuals who are willing to be followed over
considerable periods of time. Both up-front refusal and
downstream attrition threaten the quality and quantity of
research in this area, but it is paramount that the informed
consent process be conducted in a non-coercive manner.
Many of the issues related to consent processes apply
broadly to all areas of medical research but others are
more specifically relevant to psychosis risk research due to
cultural differences in ideas about mental illness, stigma,
the involvement of predominantly adolescent individuals
and the role of the family in consent and research pro-
cesses. A full review of these shared and specific consider-
ations is beyond the scope of this review but a selective
review is provided here.
Cultural differences in doctor-patient relationship and
communication [40], attitudes toward personal autonomy
and individualism, and institutional trust, and language
and social class differences [41,42] should be taken into
consideration when formulating procedures related to
obtaining informed consent so that potential participantsmay feel fully free to ask questions about the study and to
decline to participate. In Japan, as an example, there is an
effort to increase the use of informed consent for medical
procedures and reduce paternalism in the doctor-patient
relationship while preserving the autonomy of the phys-
ician [43]. It isn’t always possible to reduce real or per-
ceived power or status differentials between study staff
and potential participants and methods for addressing
these factors which may affect the consent process will
vary depending on the details of the research project and
the setting. Care should, of course, be taken to ensure that
informed consent documents can be understood by all po-
tential participants. To maximize the exercise of personal
choice in the consent process in cultures in which defer-
ence to authority is high, for example, research staff may
want to avoid having a physician who is in a leadership
role in the study approach potential participants for
consent.
Specific to studies of mental illness, culture-based dif-
ferences in understandings of psychiatric symptoms [44]
might impact potential participants’ reasoning about
study participation. For example, spiritual attributions
about the causes of mental disorders are prevalent in
many cultures [45,46] or individuals may have a combin-
ation of biomedical and indigenous beliefs about the
causes and treatment of mental disorders [47]. Inter-
national differences in laws regulating the treatment of
persons with mental illness affect procedures for enrolling
individuals in research protocols. For example, in Japan
and Korea, obtaining informed consent for treatment of
psychiatric patients is a relatively new practice and, as a
result, novel measures for assessing competency to con-
sent to treatment have been developed [48,49], which
could be also useful for research purposes.
Informed consent for research participation is predi-
cated on the assumption that the prospective participant
is competent to give consent as evidenced by the ability to
(1) understand relevant study information, including the
reasons why they are being asked to participate, the proce-
dures that they will be asked to undergo, and how to dis-
continue their participation); (2) appreciate the nature and
consequences of accepting or declining the invitation to
participate; (3) manipulate information rationally while
making decisions; and (4) communicate a choice [50,51].
Given the complexity of most informed consent docu-
ments and many research studies, it is not surprising that
misunderstanding of consent documents and procedures
such as randomization and blinded assignment to experi-
mental groups and misconceptions about the purposes of
research (i.e., the “therapeutic misconception”) are wide-
spread [52]. Many instruments for assessing understand-
ing of study information and decisional capacity have been
developed [53] and they vary in their content, format,
standardization, administration and psychometrics [54].
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determine decisional capacity in studies of individuals with
psychosis, and although it is appropriate for stringency to
differ depending upon the nature of the study-associated
risks, it is important for investigators to consider a priori
the impact of implementing different criteria on the
screening and capacity determination outcomes [55]. It is
also important to keep in mind that if a patient has cap-
acity to provide consent for one type of study or interven-
tion, it does not necessarily mean they have capacity to
consent for other procedures [56] and that different mea-
sures of consent capacity will be appropriate for different
settings and studies, depending on factors such as the de-
gree of risk involved in the study procedures and the par-
ticipants’ illness severity [54].
Competence and capacity for providing informed con-
sent among individuals at risk for psychosis has rarely
been the focus of empirical research, however, the results
of an increasing number of studies of these processes in
people with psychosis [57] may be informative for shaping
policies and procedures for prodrome studies. Evidence
that most schizophrenia patients are competent to provide
informed consent [58-61] and anecdotal reports from
large studies of at-risk individuals [62] suggest that most
individuals who are at clinical or genetic risk for psychosis
are competent to provide consent. There is, however, sub-
stantial variability in decisional capacity among schizo-
phrenia patients and non-patients [61], so it must be
assumed that at least some candidates for psychosis risk
studies may not meet these standards for competence.
Poor performance on a measure of decisional capacity has
been associated with cognitive impairment and, to a lesser
degree, with positive and negative symptoms of psychosis
[55,60].
Various types of educational efforts to enhance decisional
capacity in individuals with schizophrenia have demon-
strated efficacy, with some interventions successfully elim-
inating the disparity between patients and non-patients in
understanding the elements of informed consent [63].
Thus, when considering whether a potential participant is
capable of consenting to participate, the staff administering
informed consent may want to consider whether dimin-
ished cognition or sub-syndromal symptoms are affecting
decisional capacity and whether an enhanced consenting
process with additional educational content might be
appropriate.
When research is conducted in a clinical setting or
with individuals who are already engaged with clinical
systems, it is important for investigators to clearly de-
scribe which procedures are being done as part of the
research protocol rather than clinical care and for partic-
ipants to understand whether and how their decision to
participate in research will affect their clinical care. It
can be a challenge when clinical staff are assisting withsubject recruitment, assessment or treatments, but partici-
pants should clearly understand the roles of the clinical and
research staff members and effort should be made to avoid
giving participants the impression that clinicians are pres-
suring them to provide consent for research participation.
Increasingly, research on psychosis risk has focused on
the possible impact of immigration and status as a social
minority [64]. Such studies require participation of immi-
grants and/or family members of immigrants, who might
have cultural norms that are different than the dominant
norms in their country of residence and might be less
aware of their rights (both to participate and to decline
participation) and more vulnerable to coercion [41]. When
outreach and informed consent procedures are developed
for use in these populations, particular care should be
taken to ensure that potential participants understand the
boundaries between study personnel and government offi-
cials. Studies may consider coordinating outreach efforts
through cultural groups and organization in the local
community in order to overcome cultural barriers to re-
search participation [65].
With its massive population centers well-suited for the
recruitment of large samples of at-risk individuals, several
new research projects on the psychosis prodrome have fo-
cused their efforts in China. Pointing to the feasibility of
such studies, methods used for identification and enroll-
ment of at-risk individuals have been successfully adapted
and implemented in a Chinese setting to recruit a sample
with characteristics, including conversion rates, that are
similar to those in large psychosis risk studies in other
countries [66]. The new national Mental Health Law of
China emphasizes de-stigmatization, prevention, and pa-
tient rights [67]. The law’s provision that inpatient treat-
ment of mental disorders “shall generally be voluntary”
reflects a change from the previously widespread assump-
tion that psychiatric patients are unable to make decisions
regarding inpatient treatment and the nearly ubiquitous
practice that guardians made decisions regarding treat-
ment [68]. In a study of consent competence among inpa-
tients with schizophrenia in Hunan province, China, 28%
of patients with schizophrenia were classified as compe-
tent to provide consent on the basis of their score on the
Semi-structured Inventory for Competence Assessment
[69], compared to 40% in a similar study conducted in
London [70]. Despite a substantial minority of patients
with capacity to consent, all of the consent documents for
inpatient treatment for study participants had been signed
by guardians. Among those, 18% were signed by both the
guardian and the patient; however, patient co-signature
was not related to patient score on the capacity assess-
ment. Although this analysis focused specifically on con-
sent for treatment, similar challenges in defining and
determining capacity to consent are present for research
endeavors.
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Studies of risk reasoning and decision-making in adoles-
cents and individuals with psychosis can inform the
process of soliciting informed consent with individuals
who are at-risk of developing schizophrenia. Decision-
making in adolescents may be impacted by greater
responsiveness to peer pressure, altered risk perception,
and increased focus on short-term risks and benefits
[71]; these tendencies can affect adolescents’ thinking
about their risk of developing illness as well as their risk
of experiencing discomfort or adverse outcomes related
to participation in a research study or clinical interven-
tion. Variability in the rates of conversion reported in
the research literature adds to the challenge in weighing
the potential risks and benefits of research participation.
A review of the empirical research concerning children’s
competence to provide consent or assent for psycho-
logical and medical treatment and research [72] indi-
cates that some aspects of treatment or research are
understood by children more easily than other aspects
and that understanding increases with age and when un-
derstanding is queried more frequently. The Institute of
Medicine [73] provides guidance for ensuring appropri-
ate levels of decisional support when involving young
people in research.
There is evidence that individuals with schizophrenia
have a propensity to value smaller rewards that are re-
ceived quickly more than larger rewards delivered fur-
ther into the future [74] and that they experience a
foreshortened future time horizon [75]. Decision-making
differences in individuals with early-onset schizophrenia,
characterized by increased sensitivity to reward and de-
creased sensitivity to future outcomes, mirror these find-
ings [76]. Cannabis abuse, a risk factor for schizophrenia
[77,78], has been associated with impaired decision mak-
ing among first-episode patients with schizophrenia-
spectrum psychosis [79].
Although it is not known whether these characteristics
of risk reasoning are also present during the prodromal
period, it is possible that individuals who are asked to
participate in studies of the psychosis prodrome may
tend to downplay the long-term risks and benefits of
participation. Monetary (or other) incentives may be
more highly salient for potential participants who have
already experienced a decline in functioning than for less
impaired individuals with more opportunities for finan-
cial income. Care should be taken to set compensation
at a level that is reasonable and fair but not excessive to
the point that it could be considered to be coercive. This
is an especially important issue for research that is being
conducted in low-income countries where some partici-
pants may be vulnerable to coercive payments due to a
shortage of other opportunities for paid work. In con-
trast, some culturally Asian research participants mightfeel uncomfortable accepting payment for research par-
ticipation because they are not accustomed to being paid
by clinical personnel and payments may arouse suspi-
cion about the purpose of the project [80].
Involving families in informed consent
Research involving individuals at risk for psychosis may
include children as young as 12 years old as well as many
adolescents younger than 18. In these circumstances, adult
family members often play a critical role in subject recruit-
ment and consent activities.
Most studies rely on individuals’ self-report of symp-
toms and experiences to determine eligibility for re-
search participation and for tracking changes in clinical
status and functioning. There is, however, evidence that
patient reports of functioning might be less accurate
than those of high-contact clinicians, friends or family
members [81]. Using a new caregiver-report version of the
12-item Prime Screen-Revised, investigators found that
parent–child agreement about adolescents’ psychosis risk
symptoms was poor, and that incorporating parents’ rat-
ings improved the specificity of at-risk classification [82],
indicating the potential utility of gathering input from col-
lateral informants.
Policies regarding consent procedures differ among coun-
tries and institutions [73] but, generally, before an adoles-
cent can participate in research, informed consent from a
parent and assent from the at-risk adolescent is required.
At the time of recruitment, some family members may be
uninformed about the nature of mental disorders and may
have the incorrect impression that they are to blame for
their family member’s risk status. Family members typically
react with distress upon being informed that their child is
at increased risk of developing psychosis [62,83] and some-
times appear reluctant to engage with research or clinical
staff members. As recommended above for at-risk individ-
uals, family members should be provided with accurate and
up-to-date information about mental illness risk and the
details of the project for which consent is being solicited.
Referrals to sources of information about mental health
and clinical support for family members should be made
available as appropriate.
Parental attitudes can impact medical decisions made
by adolescents and young adults [84] and family mem-
bers often play an important role in research endeavors
by helping to make sure that participants attend ap-
pointments and adhere to study protocols. Furthermore,
parental attitudes, behavior, and coping strategies are as-
sociated with functional outcomes of at-risk youth [85]
and degree of caregiver distress [86]. Despite concerns
about the potentially stigmatizing effects of early identi-
fication, the majority of caregivers for psychiatrically ill
family members report that they would have made use
of clinical services for early detection if they had been
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tion benefited both their ill family member and them-
selves [87]. A small, U.S.-based study suggests that levels
of stigma are generally low among family members of
prodromal individuals but relatively higher among ethnic
minority families [88]. Research focused on the consent
process is limited, but Li and Seidman [89] provide a
several suggestions regarding family-related issues that
may be involved when working clinically with Asian-
American youth at high risk for psychosis which could
apply to the research consent process. To address con-
cerns regarding stigma, the informed consent process
should include discussion of when clinical information
about the adolescent will be shared or kept confidential
and the circumstances under which family members will
be notified about clinically significant events like suicidal
ideation or intent. Family members should feel sup-
ported by the research team regardless of the decisions
they make regarding research participation.
Sustained consent, clinical contingencies and termination
Because research projects involving at-risk participants
may have multi-year durations and participants’ willing-
ness and capacity to provide consent may change during
their involvement, it is important to ensure that informed
consent is sustained throughout the period of participa-
tion. In an analysis of longitudinal consent-related abilities
in research participants with schizophrenia [90], most par-
ticipants’ capacity to understand study procedures either
stayed steady or improved over time, however, under-
standing declined in approximately one quarter of the par-
ticipants and 4% of participants failed to meet the initial
capacity threshold at one or more follow-up assessment
time point. These findings suggest that it isn’t necessary to
re-evaluate consent capacity for all participants in longitu-
dinal studies. However, predictors of decline in consent-
related abilities like poor cognitive performance at baseline
or worsening positive and negative symptoms over time,
suggest the need to re-assess both capacity and consent
whenever changes in clinical status are observed. Sus-
tained consent procedures should include specification of
the means by which participants may inform study staff if
they wish to discontinue their participation.
One potential benefit of enrolling in a research proto-
col for at-risk individuals is that ongoing monitoring of
clinical symptoms is often provided, allowing rapid de-
tection of symptom escalation. Depending on the nature
of the research activity, staff may need to consider
whether it is appropriate to develop a plan to provide
clinical referrals for persons who are screened for re-
cruitment but, upon further evaluation, do not meet the
study’s eligibility criteria. This plan should take into con-
sideration the practicalities of the local health care sys-
tem. A substantial proportion of individuals enrolled instudies of psychosis risk have previously been diagnosed
with a mood or anxiety disorder [66,91] and so ongoing
treatment needs should be taken into consideration when
planning for research participation. Information about
contingencies for handling conversion to full-blown illness
or other psychiatric crises should be included in the in-
formed consent document and discussion and should take
into consideration the points of entry into care systems
that are available to the individual. Some studies allow
psychotic individuals to continue in the protocol while
others discontinue participation upon development of
full-blown illness, with referral of psychotic individuals to
other care providers. Medication trials with a blinded con-
dition may discontinue the blind when psychotic symp-
toms are observed and immediately initiate individualized
treatment. Similarly, it is important for protocols to in-
clude a plan for appropriate continuity of care for partici-
pants at the conclusion of their study participation. The
issue of duration and discontinuation of treatment in lon-
gitudinal studies of psychosis risk is a challenging one be-
cause there is, at present, no method for determining
whether an individual who does not develop psychosis
during the course of a study will never go on to develop
psychosis (i.e., a false positive) and can safely withdraw
from treatment or are responsive to the intervention and
likely to develop illness if intervention is discontinued
[92]. Care should be taken to avoid inadvertently convey-
ing during these discussions that the development of
psychosis is inevitable or even more likely than not. Non-
psychosis outcomes that require clinical attention are,
however, common among participants in psychosis risk
studies [36]. Depending on participants’ clinical status,
post-study follow-up might involve referral for ongoing
treatment or education regarding warning signs and self-
monitoring for individuals who are asymptomatic or ex-
periencing subthreshold symptoms.
Beyond the issues of consent and clinical contingencies
for individual participants, researchers who are conducting
their work in low-income countries in which information
about mental illness and resources for treatment may be
limited may want to consider ways in which they can in-
corporate the benefits of research into the local commu-
nity via educational outreach and enhancements to public
health resources and infrastructure [4].
Future directions and considerations
Several important ethical and procedural questions related
to informed consent in psychiatric research require further
consideration and empirical study [93]. For example: How
should fluctuations in decisional capacity be handled?
How can participant advocates be incorporated into the
consent process? What degree of risk is reasonable in
studies that likely include large numbers of individuals
who won’t go on to develop psychosis? It should be noted,
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capacity and competence are not unique to psychiatric re-
search and unrelated factors such as medical illness and
low education levels can impact the informed consent
process independently of psychiatric status. As in the gen-
eral population, there is great heterogeneity in decisional
capacity and risk reasoning among individuals at risk for
mental disorders and stigmatizing attitudes about the ap-
propriateness of psychiatric research [94] should not be
allowed to unduly hinder important scientific initiatives.
Duration of untreated psychosis is one of the most highly
modifiable illness characteristics and the fact that commu-
nity practitioners already are prescribing antipsychotic
medication to at-risk individuals [32] highlights the tre-
mendous need for this type of work to proceed quickly
and with utmost concern for the rights and welfare of the
study participants so that the care for these individuals
can be informed by the highest quality research.
As this research endeavor becomes increasingly inter-
nationalized, researchers must carefully attend to issues
related to cultural differences in understanding mental
illness, research and consent and international differ-
ences in regulatory requirements. Especially in low-
income countries and communities, care must be taken
to balance the benefits accrued to the research team and
those accrued to participants and to avoid exploitation
of research participants that can result from taking ad-
vantage (either intentionally or unintentionally) of power
differentials among countries and among individuals [4].Conclusions
Schizophrenia represents a personal tragedy for those
afflicted, a source of sorrow for family members, and a
costly public health concern. Available interventions
cannot cure this devastating disorder, but early interven-
tion may help shift the illness trajectory from chronic
disability to recovery of function. Consequently, scien-
tific efforts to discern the earliest developmental stages
of schizophrenia in the prodromal period must move
forward. Studies conducted to date represent a laudable
step toward the identification of illness onset markers and
suggest treatment approaches that may prevent or delay
the transition to active psychosis. Future investigations are
expected to chart presymptomatic pathways with greater
precision, hopefully uncovering pathogenic mechanisms
that will be targeted in the coming generation of preven-
tion studies. Including diverse cultural perspectives will re-
sult in a more comprehensive knowledge base and will
require investigators to work across international boundar-
ies. These studies will continue to rely on the participation
of competent research subjects who must understand, ap-
preciate, and act on the elements of informed consent pre-
sented in this report.Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
SM drafted the manuscript and both authors contributed to the final
manuscript. Both authors read and approved the final manuscript.
Disclaimer
The opinions expressed in this article are those of the authors, and not
necessarily those of the NIMH, NIH or the U.S. government.
Author details
1Division of Adult Translational Research, National Institute of Mental Health,
6001 Executive Blvd, North Bethesda, MD 20892, USA. 2Division of Services
and Intervention Research, National Institute of Mental Health, 6001
Executive Blvd, North Bethesda, MD 20892, USA.
Received: 3 February 2014 Accepted: 24 October 2014
Published: 18 November 2014
References
1. Loebel AD, Lieberman JA, Alvir JMJ, Mayerhoff DI, Geisler SH, Szymanski SR:
Duration of psychosis and outcome in first-episode schizophrenia.
Am J Psychiatry 1992, 149:1183–1188.
2. Harrigan SM, McGorry PD, Krstev H: Does treatment delay in first-episode
psychosis really matter? Psychol Med 2003, 33:97–110.
3. Crow TJ, MacMillan JF, Johnson AL, Johnstone EC: A randomised
controlled trial of prophylactic neuroleptic treatment. Br J Psychiatry 1986,
148:120–127.
4. Benatar SR, Fleischer TE: Ethical issues in research in low-income countries
[Leading Article]. Int J Tuberc Lung Dis 2007, 11:617–623.
5. Yung AR, Yuen H, Mcgorry PD, Phillips LJ, Kelly D, Dell’olio M, Francey SM,
Cosgrave EM, Killackey E, Stanford C, Godfrey K, Buckby J: Mapping the
onset of psychosis: the comprehensive assessment of at-risk mental
states. Aust N Z J Psychiatry 2005, 39:964–971.
6. Miller TJ, McGlashan TH, Rosen JL, Cadenhead K, Ventura J, McFarlane W,
Perkins DO, Pearlson GD, Woods SW: Prodromal assessment with the
structured interview for prodromal syndromes and the scale of
prodromal symptoms: predictive validity, interrater reliability, and
training to reliability. Schizophr Bull 2003, 29:703–715.
7. Fusar-Poli P, Bonoldi I, Yung AR, Borgwardt S, Kempton M, Barale F,
Caverzasi E, McGuire P: Predicting psychosis: a meta-analysis of transition
outcomes in individuals at high clinical risk. Arch Gen Psychiatry 2012,
69:1–10.
8. Fusar-Poli P, Bechdolf A, Taylor M, Bonoldi I, Carpenter W, Yung A, McGuire
P: At risk for schizophrenic or affective psychosis? A meta-analysis of
ICD/DSM diagnostic outcomes in individuals at high clinical risk.
Schizophr Bull 2012, in press.
9. Fusar-Poli P, Deste G, Smieskova R, Barlati G, Yung AR, Howes O, Stieglitz R,
McGuire P, Borgwardt S: Cognitive functioning in prodromal psychosis:
a meta-analysis. Arch Gen Psychiatry 2012, in press.
10. Fusar-Poli P, Borgwardt S, Crescini A, D’Este G, Kempton M, Lawrie S, Guire
PM, Sacchetti E: Neuroanatomy of vulnerability to psychosis: a voxel-
based meta-analysis. Neurosci Biobehav Rev 2011, 35:1175–1185.
11. Fusar-Poli P, Radua J, McGuire P, Borgwardt S: Neuroanatomical maps of
psychosis onset: voxel-wise meta-analysis of antipsychotic-naive VBM
studies. Schizophr Bull 2011, Epub.
12. Fusar-Poli P, Perez J, Broome M, Borgwardt S, Placentino A, Caverzasi E,
Cortesi M, Veggiotti P, Politi P, Barale F, McGuire P: Neurofunctional
correlates of vulnerability to psychosis: a systematic review and
meta-analysis. Neurosci Biobehav Rev 2007, 31:465–484.
13. Crossley NA, Mechelli A, Fusar-Poli P, Broome MR, Matthiasson P, Johns LC,
Bramon E, Valmaggia L, Williams SC, McGuire PK: Superior temporal lobe
dysfunction and frontotemporal dysconnectivity in subjects at risk of
psychosis and in first-episode psychosis. Hum Brain Mapp 2009,
30:4129–4137.
14. Fusar-Poli P, Stone J, Broome M, Valli I, Mechelli A, McLean M, Lythgoe D,
O’Gorman R, Barker G, McGuire P: Thalamic glutamate levels predicts
cortical response during executive functioning in subjects at high risk
for psychosis. Arch Gen Psychiatry 2011, Epub.
Morris and Heinssen Philosophy, Ethics, and Humanities in Medicine 2014, 9:19 Page 8 of 9
http://www.peh-med.com/content/9/1/1915. Fusar-Poli P, Howes OD, Allen P, Broome M, Valli I, Asselin MC, Grasby PM,
McGuire PK: Abnormal frontostriatal interactions in people with
prodromal signs of psychosis: a multimodal imaging study.
Arch Gen Psychiatry 2010, 67:683–691.
16. Fusar-Poli P, Howes OD, Allen P, Broome M, Valli I, Asselin MC, Montgomery
AJ, Grasby PM, McGuire P: Abnormal prefrontal activation directly related
to pre-synaptic striatal dopamine dysfunction in people at clinical high
risk for psychosis. Mol Psychiatry 2011, 16:67–75.
17. Fusar-Poli P, Meyer-Lindenberg A: Striatal presynaptic dopamine in
schizophrenia, part II: meta-analysis of [18F]/[11C] DOPA PET studies.
Schizophr Bull 2012, Epub.
18. Smieskova R, Fusar-Poli P, Allen P, Bendfeldt K, Stieglitz R: Neuroimaging
predictors of transition to psychosis—a systematic review and
meta-analysis. Neurosci Biobehav Rev 2010, 34:1207–1222.
19. Preti A, Cella M: Randomized-controlled trials in people at ultra high risk
of psychosis: a review of treatment effectiveness. Schizophr Res 2010,
123:30–36.
20. Addington J, Heinssen R: Prediction and prevention of psychosis in Youth
at clinical high risk. Annu Rev Clin Psychol 2012, 8:269–289.
21. Mamah D, Mbwayo A, Mutiso V, Barch DM, Constantino JN, Nsofor T,
Khasakhala L, Ndetei DM: A survey of psychosis risk symptoms in Kenya.
Compr Psychiatry 2012, 53:516–524.
22. Fresan A, Apiquian R, Ulloa RE, Nicolini H: Reliability study of the
translation into Spanish of the PRIME screen questionnaire for
prodromic symptoms. Actas Esp Psiquiatr 2007, 35:368–371.
23. Jung MH, Jang JH, Kang D-H, Choi J-S, Shin NY, Kim HS, An SK, Shin M-S,
Kwon JS: The reliability and validity of the Korean version of the
structured interview for prodromal syndrome. Psychiatry Investig 2010,
7:257–263.
24. Kobayashi H, Nozaki S, Mizuno M: Reliability of the structured interview of
prodromal syndromes Japanese version (SIPS-J). JPN J Soc Psychiatry 2006,
15:168–174.
25. Owoso A, Ndetei DM, Mbwayo AW, Mutiso VN, Khasakhala LI, Mamah D:
Validation of a modified version of the PRIME screen for psychosis-risk
symptoms in a non-clinical Kenyan youth sample. Compr Psychiatry 2014,
55:380–387.
26. Kobayashi H, Nemoto T, Koshikawa H, Osono Y, Yamazawa R, Murakami M,
Kashima H, Mizuno M: A self-reported instrument for prodromal
symptoms of psychosis: testing the clinical validity of the PRIME
Screen—Revised (PS-R) in a Japanese population. Schizophr Res 2008,
106:356–362.
27. Cornblatt BA, Carrion RE, Addington J, Seidman L, Walker EF, Cannon TD,
Cadenhead KS, McGlashan TH, Perkins DO, Tsuang MT, Woods SW, Heinssen
R, Lencz T: Risk factors for psychosis: impaired social and role
functioning. Schizophr Bull 2012, 38:1247–1257.
28. Thompson AD, Bartholomeusz C, Yung AR: Social cognition deficits and
the ‘ultra high risk’ for psychosis population: a review of literature.
Early Interv Psychiatry 2011, 5:192–202.
29. Cullen K, Guimaraes A, Wozniak J, Anjum A, Schulz S, White T: Trajectories
of social withdrawal and cognitive decline in the schizophrenia
prodrome. Clin Schizophr Relat Psychoses 2011, 4:229–238.
30. Seidman LJ, Giuliano AJ, Meyer EC, Addington J, Cadenhead KS, Cannon TD,
McGlashan TH, Perkins DO, Tsuang MT, Walker EF, Woods SW, Bearden CE,
Christensen BK, Hawkins K, Heaton R, Keefe RSE, Heinssen R, Cornblatt BA,
for the North American Prodrome Longitudinal Study Group:
Neuropsychology of the prodrome to psychosis in the NAPLS
consortium: relationship to family history and conversion to psychosis.
Arch Gen Psychiatry 2010, 67:578–588.
31. Cornblatt BA, Lencz T, Smith CW, Correll CU, Auther AM, Nakayama E: The
Schizophrenia prodrome revisited: a neurodevelopmental perspective.
Schizophr Bull 2003, 29:633–651.
32. Walker EF, Cornblatt BA, Addington J, Cadenhead KS, Cannon TD,
McGlashan TH, Perkins DO, Seidman LJ, Tsuang MT, Woods SW, Heinssen R:
The relation of antipsychotic and antidepressant medication with
baseline symptoms and symptom progression: a naturalistic study of the
North American Prodrome Longitudinal Sample. Schizophr Res 2009,
115:50–57.
33. Fusar-Poli P, Bonoldi I, Yung AR, Borgwardt S, Kempton MJ, Valmaggia L,
Barale F, Caverzasi E, McGuire P: Predicting psychosis: meta-analysis of
transition outcomes in individuals at high clinical risk. Arch Gen Psychiatry
2012, 69:220–229.34. Addington J, Francey SM, Morrison A: Working with People at High Risk of
Developing Psychosis: A Treatment Handbook. Chichester: Wiley; 2006.
35. Schaffner K, McGorry P: Preventing severe mental illnesses—new
prospects and ethical challenges. Schizophr Res 2001, 51:3.
36. Addington J, Cornblatt BA, Cadenhead KS, Cannon TD, McGlashan TH, Perkins
DO, Seidman LJ, Tsuang MT, Walker EF, Woods SW, Heinssen R: At clinical high
risk for psychosis: outcome for nonconverters. Am J Psychiatry 2011,
168:800–805.
37. Rossler W, Hengartner MP, Ajdacic-Gross V, Haker H, Gamma A, Angst J:
Sub-clinical psychosis symptoms in young adults are risk factors for
subsequent common mental disorders. Schizophr Res 2011, 131:18–23.
38. Haroun N, Dunn L, Haroun A, Cadenhead KS: Risk and protection in
Prodromal Schizophrenia: ethical implications for clinical practice and
future research. Schizophr Bull 2006, 32:166–178.
39. Heinssen RK, Perkins DO, Appelbaum PS, Fenton WS: Informed consent in
early psychosis research: national institute of mental health workshop,
November 15, 2000. Schizophr Bull 2001, 27:571–583.
40. Schouten BC, Meeuwesen L: Cultural differences in medical
communication: a review of the literature. Patient Educ Couns 2006,
64:21–34.
41. Hussain-Gambles M, Leese B, Atkin K, Brown J, Mason S: Involving South
Asian patients in clinical trials. Health Technol Assess 2004, 8:124.
42. Limkakeng A, Phadtare A, Shah J, Vaghasia M, Wei DY, Shah A, Pertrobon R:
Willingness to participate in clinical trials among patients of chinese
heritage: a meta-synthesis. PLoS One 2013, 8:e51328.
43. Leflar RB: The cautious acceptance of informed consent in Japan.
Med Law 1997, 16:705–720.
44. Piwowarczyk L, Bishop H, Yusuf A, Mudymba F, Raj A: Congolese and
Somali beliefs about mental health services. J Nerv Ment Dis 2014,
202:209–216.
45. Mamah D, Striley CW, Ndetei DM, Mbwayo AW, Mutiso VN, Khasakhala LI,
Cottler LB: Knowledge of psychiatric terms and concepts among Kenyan
youth: analysis of focus group discussions. Transcult Psychiatry 2013,
50:515–531.
46. Redko C: Religious construction of a first episode of psychosis in Urban
Brazil. Transcult Psychiatry 2003, 40:507–530.
47. Saravanan B, Jacob KS, Deepak MG, Prince M, David A, Bhugra D:
Perceptions about psychosis and psychiatric services: a qualitative study
from Vellore, India. Soc Psychiat Epidemiol 2008, 43:231–238.
48. Kitamura F, Tomoda A, Tsukada K, Tanaka M, Kawakami I, Mishima S,
Kitamura T: Method for assessment of competency to consent in the
mentally ill: rationale, development, and comparison with the medically
ill. Int J Law Psychiatry 1998, 21:223–244.
49. Seo MK, Kim SH, Rhee M: Developing a tool to assess competency to
consent to psychiatric hospitalization (KATOC): Reliability and validity.
Psychiatry Investig 2011, 8:39–48.
50. Berg J, Appelbaum PS: Subjects’ Capacity to Consent to Neurobiological
Research. In Ethics in Psychiatric Research: A Resource Manual for Human
Subjects Protection. Edited by Pinkus H, Lieberman J, Ferris S. Washington,
DC: American Psychiatric Association; 1999:81–106.
51. Appelbaum PS, Roth LH: Competency to consent to research: a
psychiatric overview. Arch Gen Psychiatry 1982, 39:951–958.
52. Benson PR, Roth LH, Winslade WJ: Informed consent in psychiatric
research: preliminary findings from an ongoing investigation. Soc Sci Med
1985, 20:1331–1341.
53. Edward DS: The capacity to consent to treatment and research: a review
of standardized assessment tools. Clin Psychol Rev 2005, 25:954–974.
54. Dunn LB, Nowrangi MA, Palmer BW, Jeste DV, Saks ER: Assessing decisional
capacity for clinical research or treatment: a review of instruments.
Am J Psychiatry 2006, 163:1323–1334.
55. Dunn LB, Palmer BW, Appelbaum PS, Saks ER, Aarons GA, Jeste DV:
Prevalence and correlates of adequate performance on a measure of
abilities related to decisional capacity: differences among three
standards for the MacCAT-CR in patients with schizophrenia.
Schizophr Res 2007, 89:110–118.
56. De Marco MC, Sani G, Manfredi G, Pacchiarotti I, Savoja V, Balbi A, Mazzarini
L, Borriello A, Kotzalidis GD, Tatarelli R, Girardi P, Ferracuti S: Assessment of
the capacity to express informed consent for organ donation in patients
with Schizophrenia. J Forensic Sci 2010, 55:669–676.
57. Dunn LB, Candilis PJ, Roberts LW: Emerging empirical evidence on the
ethics of Schizophrenia research. Schizophr Bull 2006, 32:47–68.
Morris and Heinssen Philosophy, Ethics, and Humanities in Medicine 2014, 9:19 Page 9 of 9
http://www.peh-med.com/content/9/1/1958. Moser D, Schultz S, Arndt S, Benjamin M, Fleming F, Brems C, Paulsen J,
Appelbaum PS, Andreasen NC: Capacity to provide informed consent for
participation in schizophrenia and HIV research. Am J Psychiatry 2002,
159:1201–1207.
59. Candilis PJ, Fletcher KE, Geppert CMA, Lidz CW, Appelbaum PS: A direct
comparison of research decision-making capacity: Schizophrenia/
schizoaffective, medically ill, and non-ill subjects. Schizophr Res 2008,
99:350–358.
60. Carpenter WT, Gold JM, Lahti AC, Queern CA, Conley RR, Bartko JJ, Kovnick
J, Appelbaum PS: Decisional capacity for informed consent in
Schizophrenia research. Arch Gen Psychiatry 2000, 57:533–538.
61. Jeste DV, Depp CA, Palmer BW: Magnitude of impairment in decisional
capacity in people with Schizophrenia compared to normal subjects:
an overview. Schizophr Bull 2006, 32:121–128.
62. McGlashan TH, Miller TJ, Woods SW: Pre-onset detection and intervention
research in Schizophrenia psychoses: current estimates of benefit and
risk. Schizophr Bull 2001, 27:563–570.
63. Dunn LB, Jeste DV: Enhancing informed consent for research and
treatment. Neuropsychopharmacology 2001, 24:595–607.
64. Bourque F, van der Ven E, Fusar-Poli P, Malla A: Immigration, social environment
and onsent of psychotic disorders. Curr Pharm Des 2012, 18:518–526.
65. Douglas A, Bhopal R, Bhopal R, Forbes J, Gill J, Lawton J, McKnight J, Murray
G, Sattar N, Sharma A, Tuomilehto J, Wallia S, Wild S, Sheikh A: Recruiting
South Asians to a lifestyle intervention trial: experiences and lessons
from PODOSA (Prevention of Diabetes & Obesity in South Asians).
Trials 2011, 12:220.
66. Zhang T, Li H, Woodberry KA, Seidman LJ, Zheng L, Li H, Zhao S, Tang Y, Guo
Q, Lu X, Zhuo K, Qian Z, Chow A, Li C, Jiang K, Xiao Z, Wang J: Prodromal
psychosis detection in a counseling center population in China: an
epidemiological and clinical study. Schizophr Res 2014, 152:391–399.
67. Chen HH, Phillips MR, Cheng H, Chen XD, Fralick D, Zhang YE, Liu M, Huang
J, Bueber M: Mental health law of the People’s Republic of China (English
translation with annotations). Shanghai Arch Psychiatry 2012, 24:305–321.
68. Phillips MR, Chen H, Diesfeld K, Xie B, Cheng HG, Mellsop G, Liu X: China’s
new mental health law: reframing involuntary treatment. Am J Psychiatry
2013, 170:588–591.
69. Di X, Cheng HG: Competence of consent and associated factors among
inpatients of schizophrenia in Changsha, China. Schizophr Res 2013,
150:325–326.
70. Owen GS, Richardson G, David AS, Szmukler G, Hayward P, Hotopf M:
Mental capacity to make decisions on treatment in people admitted to
psychiatric hospitals: cross sectional study. BMJ 2008, 337:a448.
71. Scott ES, Reppucci ND, Woolard JL: Evaluating adolescent decision making
in legal contexts. Law Hum Behav 1995, 19:221–244.
72. Miller VA, Drotar D, Kodish E: Children’s competence for assent and
consent: a review of empirical findings. Ethics Behav 2004, 14:255–295.
73. Io M: The Ethical Conduct of Clinical Research Involving Children. Washington,
D.C.: The National Academies Press; 2004.
74. Heerey EA, Robinson BM, McMahon RP, Gold JM: Delay discounting in
schizophrenia. Cogn Neuropsychiatry 2007, 12:213–221.
75. Heerey EA, Matveeva TM, Gold JM: Imagining the future: degraded
representations of future rewards and events in schizophrenia.
J Abnorm Psychol 2011, 120:483–489.
76. Kester HM, Sevy S, Yechiam E, Burdick KE, Cervellione KL, Kumra S: Decision-
making impairments in adolescents with early-onset schizophrenia.
Schizophr Res 2006, 85:113–123.
77. Burns JK: Pathways from cannabis to psychosis: a review of the evidence.
Front Psychiatry 2013, 4:a128.
78. van Winkel R, Kuepper R: Epidemiological, neurobiological, and genetic
clues to the mechanisms linking cannabis use to risk for nonaffective
psychosis. Annu Rev Clin Psychol 2014, 10. epub ahead of print.
79. Mata I, Rodríguez-Sánchez JM, Pelayo-Terán JM, Pérez-Iglesias R, González-
Blanch C, Ramírez-Bonilla M, Martínez-García O, Vázquez-Barquero JL,
Crespo-Facorro B: Cannabis abuse is associated with decision-making
impairment among first-episode patients with schizophrenia-spectrum
psychosis. Psychol Med 2008, 38:1257–1266.
80. Chen H, Kramer E, Chen T, Chung H: Engaging Asian Americans for mental
health research: challenges and solutions. J Immigrant Health 2005, 7:109–118.
81. Sabbag S, Twamley EM, Vella L, Heaton RK, Patterson TL, Harvey PD:
Assessing everyday functioning in schizophrenia: not all informants
seem equally informative. Schizophr Res 2011, 131:250–255.82. Kline E, Thompson E, Schimunek C, Reeves G, Bussell K, Pitts SC, Schiffman J:
Parent–adolescent agreement on psychosis risk symptoms. Schizophr Res
2013, 147:147–152.
83. Gerson R, Wong C, Davidson L, Malaspina D, McGlashan T, Corcoran C:
Self-reported coping strategies in families of patients in early stages of
psychotic disorder: an exploratory study. Early Interv Psychiatry 2011,
5:76–80.
84. Scherer DG: The capacities of minors to exercise voluntariness in medical
treatment decisions. Law Hum Behav 1991, 15:431–449.
85. O’Brien MP, Zinberg JL, Bearden CE, Lopez SR, Kopelowicz A, Daley M,
Cannon TD: Parent attitudes and parent adolescent interaction in
families of youth at risk for psychosis and with recent-onset psychotic
symptoms. Early Interv Psychiatry 2008, 2:268–276.
86. Fortune DG, Smith JV, Garvey K: Perceptions of psychosis, coping, appraisals,
and psychological distress in the relatives of patients with schizophrenia:
an exploration using self-regulation theory. Br J Clin Psychol 2005,
44:319–331.
87. Lauber C, Rossler W: Relatives and their attitude to early detection of
schizophrenic psychosis. Psychiatr Bull R Coll Psychiatr 2003, 27:134–136.
88. Wong C, Davidson L, Anglin D, Link B, Gerson R, Malaspina D, McGlashan T,
Corcoran C: Stigma in families of individuals in early stages of psychotic
illness: family stigma and early psychosis. Early Interv Psychiatry 2009,
3:108–115.
89. Li H, Friedman-Yahoobian M, Min G, Granato AG, Seidman LJ: Working with
Asian American youth at clinical high risk for psychosis. J Nerv Ment Dis
2013, 201:484–489.
90. Stroup TS, Appelbaum PS, Gu H, Hays S, Swartz MS, Keefe RSE, Kim SY,
Manschreck TC, Boshes RA, McEvoy JP, Lieberman JA: Longitudinal
consent-related abilities among research participants with schizophrenia:
Results from the CATIE study. Schizophr Res 2011, 130:47–52.
91. Addington J, Cadenhead KS, Cornblatt BA, Mathalon DH, McGlashan TH,
Perkins DO, Seidman LJ, Tsuang MT, Walker EF, Woods SW, Addington JA,
Cannon TD: North American Prodrome Longitudinal Study (NAPLS 2):
overview and recruitment. Schizophr Res 2012, 142:77–82.
92. McGorry PD, Yung A, Phillips L: Ethics and early intervention in psychosis:
keeping up the pace and staying in step. Schizophr Res 2001, 51:17–29.
93. Appelbaum PS: Decisional capacity of patients with Schizophrenia to
consent to research: taking stock. Schizophr Bull 2006, 32:22–25.
94. Muroff JR, Hoerauf SL, Kim SYH: Is psychiatric research stigmatized? An
experimental survey of the public. Schizophr Bull 2006, 32:129–136.
doi:10.1186/1747-5341-9-19
Cite this article as: Morris and Heinssen: Informed consent in the
psychosis prodrome: ethical, procedural and cultural considerations.
Philosophy, Ethics, and Humanities in Medicine 2014 9:19.Submit your next manuscript to BioMed Central
and take full advantage of: 
• Convenient online submission
• Thorough peer review
• No space constraints or color ﬁgure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at 
www.biomedcentral.com/submit
